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(57) Abstract 

Use of a polypeptide recognized as a ligand by a G protein-coupled receptor protein. Because of having an effect of promoting the 
secretion of oxytocin, this ligand polypeptide is useful as drugs for ameliorating, preventing and treating various diseases relating to the 
oxytocin secretion such as week pains, atonic bleeding, before or after explusion of placenta, uterine recovery failure, etc. 
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15 1 8*fctt3 2tOViTfe, E^J#^: 4-4T**nS75y»E2?!I^ViT« 

E*l#*§- : 4 5T^n§7 = y ^E^J&WI"^^^ b HBEU: 

1 0 i^T07 S 7 L fc7^ / KE?y*Wr 3^7°^ F d t W 

MZ.it. (a) EJiJ#^ : 4 5 T^£ftS7£ yfiSEEl© 
20 ^2#e^bm2 0#gOD7^ymE?'J^W-r^^7°^h\ (b) E^"J#^ : 4 
5Tf$n575/tSM3#S^bI2 0#B<D7Sy^E^J^^t" 3^ 
7°^h\ (c) E?>J#^ : 4 5T^$n*7SyKE#l02§4#@a>6£2 0# 

go7sy^E?y^wr§^7 ,, ^h\ (d) mm^ : a 5Tt$n^7^yi 

E^iJ©^5#g^b^2 0#g(D7^/^E^^T§^7 o 5 1 h*, (e) E?V# 
25 *f : 4 5t^n57$;WJOi6fg^bI2 0#@O7S;iiMf 
-rs^^H, (f) E?'J#^ : 4 5T^$tl57^ y^E^'J^7#g^b^ 

2 0#gO7$y^E^J^WT^^7 e 5 1 F, (g) Efll##: 4 5Tt$n^7 
$y^E^J^8#g^bm2 0#gW7^y^E^)^WT ; 5^7°5 : -h\ (h) 
E^iJ#^ : 4 5Ta£ft37$ y^E?'JcDff§9#g^bi§2 0#B<Z>7$y^E 
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?'J£WT£^7°5fh\ (i) IS?)J#^: 4 5Tg|£tl57$/^E?ijC!)|jli o# 
B*»SJS2 0.#|©75ytEI!l*rr5^K, (j) E^J#^:4 5TH 
£n*7£V»E?!l0tf!l 1#@j&>£S2 OSBOJ^yKiE^Wr*^^ 

5 E?iJ##: 4 5T«*ft573/KE3*£lT«fc0#$U>, EH#f| : 6, 



10 



20 



15 ADNA7-f^7'J-, ii-i«©cDNA, fi«'iifi*©cDNA 

PCR (reverse transcription PCR) &fc«fco;Tiglit" -5 C t fcTr^<5. 

D*#«fctt, E$Hte : 1 SftttEWW : 1 5 ©75 /BE^tt 

Ttt, EWW:-2Tat>$n*tt»EW**r*DNA}ii:^^fflU6n-5. 

^T, E3?IJS#: 2£&UTill 2 9#g©RttG^fcttA$, fill 7 9# 
8*^2 4 0#|omcSftttTSSt. «1 7 9#gOY*»COt* % E- 
25 -91**: lTf«nS75y»EW*=i-HU »1 7 9#SOY*«TOtt, 
E3Wf: 1 &T*$n57$yg6E?»J*3-HT*. 

E^lJ#^:3, 4. 5, 6, 7*&fct8T*3ftS7* /KE*l£«&:fr 
t^ 1 ) v 'j □ - Ht^D N A t ITU. EH*4|: 9, 1 0, 
IK 12. 1 3£fcfcU 4Tlt)$n§IIE^^t§DNA/ci:M^b 
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Z.ZT\ 9, 10, 1 1(DI6 3#g©R*3«tCJtSB?lJ*#: 12. 

13, 1 4©£2 9#Ba>RteG&5t>teA£^. 

gB3Wt:8, 18, 19, 2 0, 2 1, 2 2 £fcfct2 3 T^£tl3 7 
5 7 Ki^U^^K^zi-KI-^DNA^LT^, E3?iJ#^ : 1 7, 24, 2 
5, 2 6, 1 7, 2 8ifc«2 gTg^tl^lSE^J^nDNA^M^ 

: 3 (K 3 2, 3 3, 3 4, 3 5, 3 6££«37TS£n 
St h£^U^7^F£:3-FT£DNA<hbTte, I5?!l#^ : 3 1 , 3 8, 
10 3 9, 4 0, 4 1, 4 2*fctt4 3-e^*n^»iB5!l*Wr5DNA&f*«ffl 

*fc,-*»wic:*5^5BB9J#^ : i . mmn .• 1 5TSsn«7 5 smmm 

t^77 K^#U^^F, £fcteg2?'J#^ : 3 0 T££ftS7 5 7 »E5d*^ 
15 ; '^rr-St h^U^y^K^— K'T«>D-NA©4 I T#i|Atf6eU4±9 Ofi&T 
(^t<[i6»U6 0feT« «fcD^L<tt9fim±3 0ffl^T» £££ 
jff*L<ttl 2TOU3 OTOTF) ©gB^iftSBB^J^WrSDNASrmiDN 

(i i i) F £3- ^T^itfeTX^ 

20 $}^mz&-DTmm-?z>ztbTgz>o 

■ttv UTo^jfetfie^TfTiLtfJ;^. BPS, (l) K#U^7"^K©«#ifi£6> 
?>J £ W1" -5 D N A U ;M77^-7-ibTPCRSHcJ:o >J ^ 
7^H^^t^-H-r^)DNA^^'|ii-r^*\ (2) cDNAfeK 

25 te^VADNA, *fctt^©DNA»rfrS:3fi^^^^--»Clft*ii^T#^*l* 
DNA'7-f 7*7 flyAtf&'J #> F#U ^7°^ K<7)-8B<&5 

3 D N A»ffr t> L < te£)£D N A ^TfeU V1t t> 0 <h/W 7* U ^ 
•v a > £fT -5 il £ tCck D jlSUTttfcta C i. ®.M 7* U *V -fe* - v a 
#l;U2* Molecular Cloning (2nd ed, ; J. Sambrook el al.. Cold Spring Harbor 
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/ 

Lab. Press, 1989) fc£\Z&tt<D%&lzftvTftx.&&Uo DNAy^Zf 

.ffifflbTt>«tlri. KDNAH. -t©5'' *«8fl!lfcaSR§Bi6z3 K>£:LT©ATG 
££U ££3' *$M::ttfSSR&jt3 K>tLTOTAA, TGAtfdiTA 

M^U^7^K$:D-F-r§^SgS^J$WT^DNA^WT^^^^^- 
tt, mXlZ* (1) *»W©^'J^y^K^3-K1-SDNA$^Wr*DNA^ 
£iW£TSDNAI#r)t£^i9mU (2) £©DNAWJt£.&fc0iiSfcB31^ 

K^^-tUrtt* »W77$F (#k pBR 3 2 2, pBR3 
2 5, pUC 1 2, pUC 1 3) , tt|[Ifi*©^7X5 H (09, pUB 1 1 0, 

p t p 5 , pci 94) , mmm&^yx* k w* pshi 9, p shi 5) , 

,lac/p^-, recA^Dt-^ APiyot-^-, lpp7°n 

H0 5ynt-^- PGKyot-^- GAP7°D^-^-. ADH^Ot 
, khn^Jl/XCyot-^- ^^P^^^-f >7°D^-^- x fc — 
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5 ^'J7t777^t'- i/tfi-frffiPL OmpA- isVj-)\sUW£Zti^ 

15 Si.>iU t:7JR®©AWy<bbT^f>l^«*Xf>x'J fc7- 3 U (Escherichia 
coli) K l 2 • DH 1 C7°P'>- s J>VX'*7-*f • 7">3 7-* • 7*7*5 - • 
#7* • If^I^WX • • If • X7>X— (Proc. Natl. Acad. Sci. USA) , 
fg60#, 160H(1968¥)J, JM1 0 3 Vy>? -TzSyX' U+f--^ (Nucleic 

Acids Research) , fg9#, 309H (198l¥) J . JA2 2.1 (v^-T^ • • 

20 tKa^-'MtDi'- (Journal of Molecular Biology) ) , ^120#, 517 
H (1978^) 3 , HB 1 0 1 • ;t7* • ^ • A^:ta 

&41#. 459H (1969^) )' , C 6 0 0 (yiT^'^X (Genetics) , i§39 
m, 440JC (19544?) ) &£^W£>tt£o 
l;Wl/7li0Mf!liiTH iA«Vtf • (Bacillus 

25 subtil is) MI 114 (v-> (gene) , $24#. 255JC (1983^) ) , 2 0 7 - 
2 1 Cv-V— 7"^ • ^7* • AW 3" 7" 5^ h U— (Journal of Biochemistry) , M 
95#, 87M (198450 ) btlS. 

i^S^LTteU WAtflt -ft* tl/b/I (Saccharomyces 

cerevisiae) AH 2 2 , AH 2 2 R", N A 8 7 - 1 1 A, DKD - 5 D, 20B 
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(Nature) , $315#. 592H (1985^) ) . 

^iftM^tLT«, m7L\tt)W&COS-1 . Vero, ^Wx-XA 
5 . AX^HWttCHO. DHFRM£**»^W:i-XAA**HHfiCHO(d 
hf r-GHOW, 7-)XLffl, 7^7>xd-y«, fchFLttUfifc£ 

10 69#, 2110H (1972^) , v->, |j§17#, 107H (198250 ft£fc:IE*<Z>#8sK: 

yi^f'f 7^7 (Molecular & General Genetics) , ^168#, 111H (1979 

7#7^--*7*-lMX>WX-^7*-lf -:i-X*X- fg75#, 1929H 
(1978^) /<Cft3lH«©^fetCfieoTfT«:A««kli. 

IM^Ilgit5l:ll «^ff/H*/ri';Dy- (Bio/Technology) , 
31631. 47M (198830 fJi£\Ztm(D*mz&-oTftt£PiU&l\ 
20 ftftlfflfl&^^KlEJft-r S f3tt, fll^U^V DPv- (Virology) , Jg52#, 456 

JC (197350 tKaco^^^oTfr^Jbns. 
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awmnnz. sit. m^^z\t. i?#x*x, \±9*>m* £.&fem®T 

^£ttfM9Mi U^- (Miller) , is*—: f)V • :*7* • x£;WJ ;* >y • 
-f > • ^U^-zLy— ■ ^x^x-f y:7 7. (Journal of Experiments in Molecular 
Genetics) , 431H, Cold. Spring Harbor Laboratory. New York 1972^) 

7JRS©*£, 15-43 *CTJ& 3-24 B#|HJfTK <fc 0 » 

■fi^W^Ilii!)*^, «*fctif 3 0-4 0t:T^6-2 4P$MfTft 

15 . S£jOT#Tfc*^«tE8^«r££-fSIK* L/ttt; ®m$n-$-fr- 

(Burkholder) ■ «/hftift (Bostian. K: L. "7'nf>-v>^X • *7* • 
If • .^->a^-;U- 7^t5- •t^-f'fx>WX - :t7*- if • 3.-XXX- 
(Proc. Natl. Acad. Sci! USA) , Ift77#, 4505H (1980^) 3 ^0. 5%#ifS 
/B6&^Wf SSD^Jft [Bitter. G. A. b, 7°n x-y>>^X • *7* • if • -j- 
20 yatil' • 7A-f5- ♦ ^"7* • If-fXyHX •' ;f7* ♦ if 'X— IXI (Proc. 
Natl. Acad. Sci. USA) , $81'#, 5330H (1984*P) ) frW'bns. 

t*9 24-72 mmfr \f\ &TS^j*#&io*. * £ £ *>t# 5. 

i&ilkiLTte. Grace's Insect 
25 Medium (Grace. T. C. C. . ^M^-f- (Nature) ,&195g, 788H (1962H) ) 

pH^6. 2-6. 4tl8.SEf 50A«Jf*UU. ig^te®3t#)2 7'CT3$3~5 
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2 0%0)temqrtomttmiEM&M ClMx>* (Science) , 3!i22#, 501 
H (1952^) ) , DMEMfcifi (^DD5?- (Virology) , *8*,-396K (1959 
*)),RPMI 1 6 4 0«ftt'(-»-^;p.^.-»f •7jC'Jj&>.*7^a 
7V'>X-y 3 > (The Journal of the American Medical Association) , 
5 Jgl99#, 519H (1967^) ) , l 9 9«i& &U x—>*>^ • *y . +J-* - 

-7*- --tf -yH^n^^.^^^> (Proceeding of the Society 
for the Biological Medicine) . ||73#, ..II (l950$O ) fc£j&Wsn*. 
pHfctt&6~8T**0##£U>. 3-0 t;~'4 0T;Tttl 5-6 

outran* ^stcjts^Tii^a^&jD^sctfeTtrs. 
o+fctt, R^itt^-y^ft^oaajiata^, mj h>x- 1 o o cm 

* 3 ^ t i§*±rff £ &&mv>?jm-iz iDMU **± j» £ LT* * 

am »#*3iffi, y;u5j8»isj:afsDs-#u7^ij^75 Hy;p«a* 
7 -& £©ffi*©ssfijffl-r *m ( 4 > 7 ?j - tv -7 dt h ^ 7 ^ 



25 
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15 tBfm. ^*>K->>»aj©(SJi*5J:tx«i«!i^ffl*#-r«>. bps* 

20 + vh^>#»£#'LJKfiSf£ (desensitization) t^yhy^ 

tr, t&pfeffi> 3fc«aj]iiu M^ai. ^gtt**^ Ai«i6+ 
xhi/y;^to^<h\ ft$.b<\z, ismmm* im&fo* n&«&aj* 
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x, mmm. ■tm&T'gum* urnx. ^mi, m^mm, .^m, p ra 
de r-wi i i immn, RmmmmtjiZ* $?£l<«> &&mm> 

fWS. IffiW, M. Prader-Wi 1 1 i 

^□-XCD£?ftjTO$iL □->X^-^v ir^X 7;k£ 5 & 

/^>'il^^ 0 »mm^7J7 0 1r;i/T-S^^{c«, Mf2^<7^^ 
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fitsmmm Mz.\i* D-vMfh-;^ p-T>-h-^ iafc^MJ^Afc 
a &&wtf5*u aa&*«?*t«i«!i. mtf7;m-;p x*/- 

#<*>tt5HBffiffiM (fy^.^UV;^-b8 0 (™) . HCO-5 0) fc£ 

ffin u >mmmmm, mmi- h u > mmm 

15 m t**. 77K *;I^K'*1MF. ^ *=i. .-f 

Ttt, -lH|{CO^iia$D0. 1~1 0 Omg, Jfft Kli^l. 0-5 Omg, «fc 

Tfcfflj^0»*«i§©fc» (fti6 0kgt»w i-fc^-m. 

«»0. 01~30mgS«, $?£L<te*<}0. l-2.0mgiE £0#£L< 
ttttO." 1 ~ 1 ■ Omgfi«*»»ftWK:«k (9«-*"rfttfJ:V>- 

aRt»r*«^*S) ttU*)ti>\ i # l )*7 : ?mWZ-& WO 9 6/0 
5 3 0 2£fcteWO 9 7/2 4 4 3 6 £S2«fcS"3V>T. WiTT* - £#-e£5. 
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v-h>»^»iEji»jt"bT» mmwm. snnsmriu m&titm* =r&&tt±. * 

15 tttttttt. itEE^im AlttS^lfe, ?Lfl"5oi*fct\ mzft 

iKtt. MfiiJfo, J£3£#£fcH, ^SateT^&ifOBfcH, ^g&£fc 

tt^fctt^-oifitt, m&mm* im^-gym-. fe^mt. ^sbbsu mwsm, 

20 -^£, Prader-Willi^^ Jl £aj&£-ft ii^^, 

gjft*6, fl&!€«?E, TSMf^ fl< Prader-Wi 1 1 i 

fot, *f£Bj0U#>F#U^7^F«, #3B9!0y;tf>K#U^7>K0 
25 -LT^fflT**.. 

EfcL PJAtf, GgfiS^SU-fe7*^-SeK C#IA&\ phGR3, UHR 
-lftt* (WO 9 6/0 5 3 0 2, WO 9 7/2 44 3 6) ) t*ftm<D l )fl 
>\ i 7SV^7°^\it(Dl&£t±Z%{t2VZit£^Z7.2 i )-->y?ZZt\Z& 
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GSSR^ailHr^-SeK MM** phGR3, UHR-1.^ (W 
O 9 6/0 5 3 0 2« WO 9 7/2 4 4 3 6)) li^MU 

^^KtGgeM^S^Hr^-^K C^lx«» p h GR 3 , UHR-1 
fc£ ( WO 9 6/0 5 3 0 2, WO 9 7/2 44 3 6) ) tvmGMZmtZ 

io (l) G«e»«tftS^^-^t^»»*(»«tt 

jBM^aw^u >K-fb, c - f o s <Dftmt< pH©<£7Fft£-&teiii"*«tt 

> h # u h t Gm &mmm v± 7° $ -gas t om^ti &m&rz>ft& 
(4) *%ajcD u ■#■> h# u ^7*^ h £ Gmmm&'&m u-tzfp-m&nto 
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Tznmitfzi ( mmM<Dmmft\zmM2#tzm£iz&vz>. «»Lfc*»g§©u 
-fc7°*-Me«^<h©£ii£^ 

'&£iz&vz>* mmbrz^mwov %y k# u f©m ^-t-f^—m&mm 

£t\ *58W©^^g-->^j£tcfflV^k-fe^-se»^ < tLTtt, M 

i2L/ii/iiy^-Me^^^t-^fe©T^n^Hn©fe©TSoT : b e t^^ 
^*^-5e»«*^rswft»tt©Kg©amii^^ig-c*s. l*> 

U #l:t H6*©RSttA^Si6TfflJi^c:i^6, W)-~y?\zm^ 
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S8SiS-&*fc«>K:tt> SDNA»fM-^Sil^±tTSA+iP^;PXH«'r 
^^^l^^-r^X (nuclear polyhedrosis virus ; NPV) ©#U'\HU> 

0S*tf. XfiK CNambi, P. e>. If • S^—^ • • AW^O^^ ♦ 
SXh'J— (J. Biol. Chem.) . 267#. 1 9555—1 9559M. 1992^3 lCE«-©^r^t 
15 fotlf&^^t^^ 

25 ft&*psfc£aw£u>. 

mtf&K-S&tlZMftOZt&^Oo mmofa&Jj&tLTte. Potter- 
El vehj emmt^i?i-1 J, f-T'mmZWbmtJj&. 7-'J>^7>>^ 
-^UhD> (KinemaiicaftM) ©<fc5flfc#. .i@^»i:«fc6«t^ 7l/>f^ 
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V X & <!£ TiOJBE L # b ,« ^ I V X)Vfr b *tb $ it 5 d <h £ ck S £ j&« 

&*K: e fc5#@&#£<hLTflH>5nS. IffllSW^^iSii (5 0 0 r 

pm-3 0 0 0 rpra) TgftH $51t>-10^) 51>i>U ±fi!££b 

5 tCi^ii (1 5 0 0 0 rpm-3 0 0 0 0 rpm) 3 0 #~ 2 ^HS'ttv 

lmmmitv 1 o 3 ~i o 8 #^t&5<w#£l<, i o 5 ~i o 7 ^t$5© 

So 

£&fc£#i/B^e>n5. fisi^ji c 3 h) , c J25 n > c i4 cd , c 35 sd 
-mi $ n& u # > f& ^ b ns . 

££fc£lt£fb£4&©;*£ »J-:i>^£frft5fcWU £Tl/-fe-7 e ^-gfiRH£ 

r%zt\z£Quty'?-m&wm&zMmtz>o A'.y77-icii P H4-i 

0 (SSL<(ipH6~8) <DV>Wty7 7-, h U 7s -&BlA*y 7 

©u^>Ki^7*^-gaR<b©^m$L^ivty7 7-i?*ntfvi-rn 

T'fecfc^o ##M($*£££{M£#3glftT. CHAPS. Tween- 
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80™ Oftl-Th^Xft) , i?¥b->> ?jr* : s^V-bt£E0RWf&m\ 
^A*^7 7-CiQX.^C«h : bT#^o ^h\Z, 7°Pt-T— if^ck^l/-fe7 0 ^-^ 
U#>F<D#^£#P^$gl$TPMSF, P-f^7 9 ^>, E-6 4 (^7°^W 
s ^7°7.^^>^<H(D7*D^7-iilS^i^^iPT5C:it)Tt^o 0. 
5 0 lml ~1 0ml^l/-k7 e ^-j§^{C, -^S (5 0 0 0 c pm~5 0 0 0 

oocpm) <D&mLtzvfi>\<zmmis. wimzi o- 4 m~i o- io m©e^ 

I^^W^* (NSB) ^^>^l^i§PJ(D*^(Z) 
U^>F^jtJD^^^a-7*feffl^-r^. ^ilU0'C~5'0 < C. M£U<te 
*U4 t C~3 7 < CT> *$2 0#~2 4Pff^ IS b < \tm 3 0 #~ 3 mfflfto. H 

io ^^xnaii^Tiiijib, 5iS(Dp]A^7T-t^#t^ 

^-tttit^.' : &^T£t/M^^i§£©#7> h (b 0 ) frt>tmm&)&&m 

(NSB) £§l^fc;b7>N (B 0 -NSB) £10 0%tCfzm. &gtf)i&£S 

(B-NSB) tf. MX-ft* 5 o%uT\ztj:^um<t^^mmmti(Dh^ 

£fc> ^Bj(Z)iJ^>F^U^7°^Htl/ii7^-MeK^tCD^tt$r^b 

20 iiiwi. m^seKou >^{tr c-fos c^ttfc* p h 

Ltzm^^n^n0ijm\z^x^m^^ommm^^^tt^n(m 
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^b^#/v %g$£^#K mtoitomm* mmmm&\hffi.ti£m^t> 

i. x^g-->^ffl^ 

Hanks' Balanced Salt Solution &7n#M) \Z, 0. 0 5 %<DV vjfiiff 7)1 
20 7*5 > (->^T*tS) ^ia^TcfeOo. 

25 /7V«ftU 3 7t:» 5%CO,, 9 5%a i rT2BW«il/t i b.O. 

<D8H»g#>K 

>K^g^y^H 
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\ZX\ iL\L\zMffit%\ 
#£B0y#>F&O. I%6ism7)l7'$> (*^7tt»)"fc*&PBS*r 

2. i'J^ 

itiiiiimi T2@jSfe»Lfcft, 4 9 o u i ©afcfflttMtefcfticin*. 

(D l 0 ' 3 ~1 0 ?1 °M<D^f^tl!li^ 5 /i I jltl^fcE ii'J 5 w 

link. MfcTii*wsje?a*i. #to*tt&m*tozi±&£mt*te** 

ODftfrOlC 1 0 ~ 3 M©U#>K£5 m lijn*.T&<. 

I'm 1 ©^ffl««^T3®«fe*-r«. aBtet«i&b^:«» 

U;ff>K£0. 2N NaOH - 1%S'DS«U 4m 1 (pk&^^l'-^ 

-a mytmmn) tmsTz* 

U Percent Maximum Binding (P MB) 
PMB= [ (B-NSB) / (Bo-NSB) ] XI 00 
PMB : Percent Maximum Binding 

b : &#&mz.izm<Dm 

N S B : Non-spec i f i c B i nd i ng . (2M#S 
. B 0 :ffcMS£* 

mmmmtLxmrnt^m^ ^m^\z%^xmmtn^^\ &. 
mmxzzo mx\z. mik£®£t£\t^<D&z£W¥mzm#>t>nz>mfe* m# 
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m, mnm, ^t?;k v^mi ^muetthiz-mzm^^ntz 
5. zn(bmmzm^n^M\t^^nrzmm<Dm^rmmm%^n^^ 
5 mi tiy^)vmuE\zu^^z\ti^x'^^mm\tvx\y m^t^j- 

\z2$\zmm<D&?tmwmte%<BmTz>z\ttfT*£z>o mm^r^ommM 
m^mmm^^mm^rz\mm^^^u^om^(DmmnmmzLrz^Tm 

ft^^fen. mmtmmmmm, m^^jm-^ wm** x*y- 
;w , #U7;io-;u mx&7u\z]/>tfv 3-;k ^ux?u>yua-;w , 

#«f:*>tlMfiH£S8 '(fclAtftf'J V^- h8 0 (™) » HCO-5 0) *f 
20 iiffllTfej;^. ttftffiiibTtt^TtS, *afft&£#i&tfe>*u tefmWA 

il£fc7>:/;wcatttttK:£*$ns. 

(0»JAtf, 77K t)R7 h, ^l^, b7v, 
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omg, «koff*b<tt»i. o~20mgm #«pWK3a-rrs»£&. 

10 0 1~3 0m B a* »*U<tt»0. I~2 0mg8* *0»*b<tt»O. 

15 Cffifll## : 1 3 

p BO V 3 fc«n***»*T»a*'J # > H#'J"^ H©^*75 7lfc 

^'>«*T»fi*U F#'J H c 'DNAO^M'EW*«*r. 

20 CSB^#^: 3] 

©ff§2 3~5 3#g07^/^@B^ | J^^ L ' TV ^' > 
<Dff§2 3-5 5#g©7S/MiEW~#^ T, '^'> 
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<D%Z 4~5 3#@CD7$y&K?'JKmLTUS. 

5 #3l3 4-5 4#g<7)7=/mK?'JlC&j£LT^£o 
CSB?iJ#^ : 8 ) 

7 ->*lf£T£BS* U # > F # U ^7°5P F £> 7 = J £ jkT. E^iJ#^ : 1 
<DM3 4~5 5#g(D7^y&I2?'JK#/£L<T^5, 
CS5?iJ#^:9) 

10 ^v^TOS*U^>H#U^^F (»J#^ : 3) 
C§e^J#^ : 10) 

7v^THimj;fcU#>F^U^7>F (ISJ'J#^:4) £n-Ff3DNA 

15 CE^J#-^ : 11) 

7->*£^T^l£^U;tf>Ftf U^7^F (@23Wf : 5) ^n-Ff^DNA 

imm^- : 1 2) 

^^mT^^U^VF^'J^y^F (gg?!l#*: 6) £a-FT5DNA 
20 O^SSS^J^^To 

m&m^- : i3) 

7v^TBBfi^U#>F^J^7'5PF (iE^J#^-:7) ^n-Ff^DNA 
CSe?iJ#^: 1 4) 

25 ^vli^T^S^U^^F^U^y^H (SS^J#^: 8) ^n-F1"^DNA 

xmm^: i s) 

7 >>y / A fi*-U # > F^'J ^7°^ F (D±^7 ^ / &K?iJ£^1\ 
CSe^iJ#^ : 16) 
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7 </hi U ^ > F# 'J F c D N A ©iME^J^^t. 
(8E?iJ#^ : 1 83 

5 yv hSij^^H^'J^^H^T^yKfiB^JSr^-r. E^J#^ ■■: 16©SI2- 
2—5 2#107£/H6E^JK#Jfcl/T'i;*S. 
(R?|J## : 19) 

10 C@B?'J#^ : 2 0) 

7> y hMU#>F#U^7°7 c F<A7^/$^ , J£^'' @B?'J#^t : 1 6<£lf§2 

2~5 4#S<B75:/B&E^J£ttJfcLTV>S. 

[@5^iJ#^ : 2 1 ] 

h^u^>F^u^7°^H(D7 = ymmn^to mnm^r: i6©«3 

15 3~5 2#g©7S;»Jl:M^bT^5. 
(I5?IJ#^ : 2 2) 

77 hMU^>H^U^7°7 c H^7Sy^SS^^T. @2^J#^ : 16<Dfg3 
3~5 3#S©7SyB6E^llCS*^LTUS. 
(IE?iJ#^t : 2 3) 

20 bMU#>Ftf U^7W^7^/l«^£^t\ BE8IS# : 160|S3 

3~5 4#B07S/g^J£*tJfcLT^£. 
CE?«#*t : ! 2-4) • 

25 (IBJiJ## : 2 5) 

• 7 y hSU#>K#U^7>-F (E?'J#^t: 19) K*t 5DNAO&S 

E79£^t\ 
..■ (E3W# : 2 6) 
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CSB^J#^ : 2 7) 

77 NS!U#>F#'.M7>K (EJRJft*: 2 1) fta-KtSDNA©** 

5 (IB?iJ#^: 2 8) 

77 HSIU#>FtfU^7 0 ^K (EEI#-S| : 2 2) KTSDNACOigg 

77 hSU;tf>Ktf U^7°^K (IS?IJ#^: 2 3) K-TSDNACDigg 
10 @B?iJ£tkTo 

Cie^J#^: 3 0) 

b hM»J#> K#U^7°^FCD±:17S /&K?iJ£^T. 
(I2^J#^ :3 1) 

t: U #> H U ^7°? H c D N A0)±i&mmm*7TsTo 
15 CI2^J#^- : 32) 

b h m u 77 > h # u ^ y ? k <z> 7 ^ / mum & jkt. mm^ 3 0 2 3 

-5 3#g(D75yra(:^lT^. 
(E^J#-^ : 3 3 ) 

CS2^J#^- : 3 4) 

k h^'J7J>H#U^7'^Kc7)7^y^@e^J^-r. = E?iJ#-Jf : 3 0QS2 3 
~ 5^ 5 #g CD7 ^ / ^iB?iJl3^LTV^ 0 
(E?1J#^:3 5) 

25 th^>j^>h*^'j^7°^K(D7$y^E^j^-r. mm^: 300^34 

-5 3#ga7$/&E^JlC:ttjfcLT^£. 
3 6) 

t h^U7J>H^>J^7°^F07= y^EJiJ^^fo EJiJ## : 3 00313 4 
~5 4#a<£7^/&E^lC#JfrLT^$o 
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iunm^ : 37) 

thilU^^K^U^^H^T^y^SS^J^^To'SB^J^: 3O0ffl34 
tmm^ : 3 8) 

5 bh§!|U#>b*tf U^7"5PF (gB?iJfHf : 3 2) $n-HT5DNAOl|SI2 
CE^iJ## : 3 93 

b hMV liy K#U ^ ^ ^ F (@2^J#-^ :'3 3)' $3-Hf§DNA omSI2 

10 iWfm^ : 40] 

bbMU#>F#U^7 4 :PF (IE?>J#^: 3 4) £3- HtSDNAOlIE 

CS2?U#-if : 41) 

b FMU:ff>Ftf U^T^F (SB3«^:35) £3- FT3DN ACD&Sig 
15 ^JSr^-To 

(@HJiJ#-^ : 4 2D 

bhS'J^>H#'J^f K (E?iJ#^: 36) £3- FT5DN AOigglE 
CS2?iJ#-S§- : 43) 

20 b hMU^f>H^U^y5 1 H (E?iJ#^ : 3 7) §n-Ht^DNA(DllE 
CSE?U#-^ : 44) 

^fgBJWU^F^U^^F^T^ y^g2?iJ£7Kfc n oil© 

Xa ateA 1 a££teTh r , % \ liS©Xaa«G 1 y££&S er, 12 
25 LISOXaattH, Gly, : jfcttG I yAr g^f. 
CIS?iJ#^ : 4 5) . 

XaaHThrfeKttAI a, Ml l#g<DXa attGl y $>V<\ZS e r £ 
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5 $mmi 

yy hMH^^P rRP (19P2-L3 1) 

yyhm$s\Z. UttWi s t ar7yh&mmL&m$sZ%LK>ftl'Tffi.mMm 
it^tcmM^tC^O^bfeo K§5^b<Z)P r RP (19P2-L 

31) ur. ^nigiici^L/^c^i oi%m<DM%*$:mQb> mb 

& (S^miN) , ^7 , 7>^^> (Sm^l jug/ml) iJj;tJf*Z*75 
H> (i«il0 0/ig/ml) £$UjnU # U h □ >*^v^--f1f- (K I 
N EM AT I CAlti) iCTl^Wty^-hi, 17, OOOxg, 3 0# 
f B »i>jI<[>L/c. #e>n7cim§§ttai^«:, Sep-Pak Plus C 1 8 # 

15 -h'J7y2 6 5mg (WatersftSS!) T«mmVtz'&, Nature, ^.3 9 3t, 
272~276H(199 8)43<WWO 9 7/2 44 3 6te:f2ic£>P r RP(1 
9 P 2 - L 3 1 ) (# 1.0 -140293 WO 99/60112 

^) 0^>H<7^-E I A3Uc£0 5£fibfc. miis&itimommfe, £1*4% 
g*$^W8 6%X^y-;U4m K *£V-;U4ml , &«7K4mK 4%S1^ 

20 4ml^Jli^^bT^^btfcSep-Pak Plus C18^-hU>y 
vHEggmai^^^Pm, 10ml OlsgzKT&frlg, 4 KBfcHt^ 8 6 
/-;U4ml, ^^y-;P4mlTjSmb, 3 7tOgi^IIKiit5. 
^iia^^O. 2 5ml©A"«y7 7-C ( 1 0 %7u y £X-*, 0. 2%BS 
A, 0. 4M NaCK 0. 05% CHAPS C3- [ (375 \*7n\Z)V) 

25 yi^ws*.--*} -JunyTsh^ym ££tf o . . o 2 m u >K»»rifc p 

H7) ^mi^l^/H-l' y-^-E I AKJ; OJtfcLfc. *g*£0 1 fc^Lfc. 
yy FTSft^SllCttO. 53±0. 06 pmol/g tissue (me 
an + SEM, n = 5) (DP rRP (1 9P2-L3 1) 0fc£?Stta*&tB£ft 

fee 
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PrRP (19P2-L31) <DmSBM^^stm^(D^ ; y h 

5 tfj&W i s t a r%tk&yy h (¥fPH*S3 5 0-3 8 0 g) ^^>hA'^ 

Lfeo TOfflA-te-f >^-^-— ^;U^<>^^> 3. 3mmfi<lfco llf$ 
BmU ^HJHS£#< K^-jx-UAG- 1 2 WgO. 4'ram, MO. 5 

10 *'©«H4«miC7>*-tf^S*««)fc. Xx>VXlSl^-r F^a-l", AG 

P a x i n o s tW a t s o n (1 9 8 6) (DTby7,\Z^t^,^>^—^t"-y 
AP' : +7. 1mm, L : 0. Omm, H : + 2 . Ommilfc. 

15 HJgLfc. H*-j.-UtC»^x>UXSl^ r 5-*-3.— -AD-1 2 (ft 
go. 3 5mm, X^HAft) £*fAU ^t^'f h (X<3Mt) 

#-f H*xa— ^***^^*^^ 1 ®Wli0lfUTlR^Oiga*^f''6, 

20 • ; Omg/k gOKJffirtfe#f3Tfl*#bit. K0±fc:tf&fcB£U £ 

ffl<0S«Mlft£»ffl$"&fc. #'JXf 'l/>^a-ySP 3 5 ((*T#0. 5mm, ^ 

• « ^0. 9mm, X&SfifftSf) £®3 0 cm(Dt$^0. 2 0 0 3M£/m 1 ©a 

/vj>%%tkm£i)&7kT*mfrLtzm, mt»m\zm4. 5 cmif Ata^t^. 5 1 

25 ^£-fft#oT^e>, PrRP (19P2-L3 1) tfc#3 Oftftfcfljllm 
1 <Dy^;i^U>JB&^£2 5y-vfttt§r (^Tn^x^tt) .£fflV>T4 
0 0 m 1 ■ jfiL'^«fH*B&Jh1"«fc«6» aW«»itt¥«>2 0 0# 

• ft/m l ! C5A/^) : >5Mt $£g&&7K£ 2 0 a l XHT*^fc. 7 7 b£>Sl 
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>fi-7" (I$5 0cm, figO. 1mm, ftmo. 3 5mm, xf^Aft) 
i:^^f>L'XS7'f^O^>yi^y3^-a--l/ (|*|g0. 17m 
m, ^0.-3 5mm, XfuAfr) £JfAL£. T< £ n< >vx^ y 3 

5 UT£V*7c. f7D>fa- 7C0-#£T<£q.;yU > v^>7'J::p&^\ 0. 
5%^->ifiitff7^y^> (BSA) ^^tf'J>^®±3i^7X^7t«P rRP 
(19P2-L3 1) 10nmol^i$tfc0. 5 % B S A £^tfU >&lt 
ffr£g&i&7K£5/z l/^CDrjfEjlTfi-lOM.l^^HI^tC&AL^. &A3£7 

^^^TOPt^^ 5, 1 5, 3 0, 4 5, 6 p^lCl^iJ;i34 0 0 

. p. i-f-DrnMbtzo mjkVfzMm\mmmm?$#iM>\j>m (mr - 1 5 p, 

Ml) Zm^ZMfo (5, OOOrpm, 1 0^W)- U _tm («) £®i&L 
fee M^^nWyhy>$7yt<A/7<yt< (Peninsula*!:) 
15 ^T$J^L7c. 02fC^-rri< 1 Onmo lCPrRP (1 9P2-L3 1) 

mm i , . 

20 S.^&&ffi3lg7K 5 0 m .1 (C|IM^.2 1 X-nhfitzit^m 5 Omg 

25 mm 2 

Bm&ttmm&ks om 1 \zmmmz ix%^ntzit^i o omg«L 

. Bm&ttmM&k&mZT l 0 0 m l tbt £<2i«£$®&frFT2l 
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v>fc«>, fi#*tfif ^Si:*^ i>:-»^C»UK*f^.(desensiiization) # 
L-T, ffipftft. 9fcttfcbifiL jftffitttt. ^Sfl^Fife, 3r£W^ AX&M* 

xhuxsm .jfsi<.tt, «p»i. Mffiifa, M^tbv ^sm* 

3?3E«JH»fi* AI^i+E ¥Ut-5o»£> ; b < tettiil*** 

Tv ©5iP$?i> r guittt^siigta. -mytim^tttisi* mmm%, p r a 

der-Wi l l i&gH. J3«BIMfc£. IX MM** 
• SIR*8, J£iE<K?E, Prader-Wi l l i'MM 
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E^iJ#^ : 4 4 TIE £ ft § 7 ^ / gg@2?ij <h m ~ t> L < lzm-<D7=>/& 
3. K3*J#^: 4 4TS$ttS75y& v @2W\ E?ij** : 3, I8^di32 
B5*l#* : 4 5Ta$n575/B6iB^I2:^-t) L < «HKW(C|fl-<D75 J £ 
5. 4 5T£Sn575ytt8B#l#, B2*I#-* : 6, 2 1^35 

9 . t^yhy >#?«gp#J £giST5fc Gga & 7°^ -gfiKtc 
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PrRP (pmol/g mm) 

o in i-i In to 



m 



Ml 

Eg 
-B- 
Q 

3R 
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tttt£-f X*-: ?v hJgHflg^\&-£L7cP r RP<Z) 



100 




30 1 1 = ' ' ' ■ 1 

-45 -30 -15 0 15 30 45 60 75 



z~m&. mm26) 



a-: 



abuse 3 i& mm 5) «otmltt^\ 



1 fllttl*. B*r*«mA3?»l4* (tt2 1c, 132 9. 7 cm) ©** 5 £ L . J*8^fc? >■ 

A-***. &&©, ?ff<bA>fc. jfc«©#i\ w^tt©*>o t>©«.-8*&KL-c, m^ru^as© 

■VSr/lH*. mm\zn. 3= . E-^, hn*«tt?£K« L-CI±*£6tti\. 

2 /BttKli. L^&ySKtQA^oXli^^^H^^ ■ 

3 &£Ui. i t»ffl{ft©Jb#i, %tSlEi.xfiTVl\cii0>is<D2c*&.mz&tSi\L 2. 5c««r£ 
4t«H, fiSffJi LX-troJ:«iaLF&(SS^o^-C«iiiO*3c0 4cBi3£0 t lc-5-O*ta2ii;T« 

4 T'SUBXIiWIMt:: *S fc©i L, ^K. 6>?&tt#ai. W*?* y hlkl* 
•vj ?w? 4 fV^\zt.^xmM\^i1Sf.<0%fHOmm^-r^Z £#T-£S J: 5 leftist -fa. 

5 SfriUtoi-^-COffltftlcii. 7 5e7»¥i:J:9 l A'^ttS fJ-fc/Uift <#68Ji» 
frPfc<. > ©±Ki:Rl4TfSl©*i(ilctt«. 

6 y-f^Hmu Jroffl^icjdi^-c, «©ffl«iii, t i> SnnUiJifc £ 6. fc*5L. ta^ 
11.14 (cJdnTP— v^^fflt^o t £li 1 . 5 t o, 

7 E«5l"3i<i. 4 ^fl&?©*& £©X3= (K3*?l l * 1 4 tciSOT n--*** Jfl^S £ & 14 

8 rgj^tawcoaimj ©wt;t4, Ki;*mf?^c>®i8m#»^©ii&&&&rtTuasa£i;.ii 

, -tO*^fr rpCT/JPOO/OOOOOj ©.t^CEttU BSP,tiiB)ft^©iiD*P«rfi 
KJ (<fM;:onTlilffJS*27c©T2*(j) ©* 9lCjE«c-ro t £ 1» . ftrSitf^ (Hi&KESE 

9 rft* J Ii, BffSAClifeoTritt&lMittt. *f &A\Z*> 
oTI4*©4.**$:Etti-S. . _ 

10 rfc-c4ij 14. TB^B, fijjft. ^fli, WW, ^^fsi, H^J lOJao^U 

E+<&. 

l6**rftifflAj ©«WICI4, -t©ft*©E*KK£4M£T. -£©ft* ©ifitc r#JS±j , r#sj± 
16 ft® Ale J:5t tl±*A<OHlli'P!ei: L, ft SI A U J: f> <e i % £ & ti fftSAj ©WfrKii 

18 £#»©JflttW4. £JLlc£ffL. JJUii CH-TiitfTfc 6 *$UW*.tf* y y^Srffl 

19 r*>-c*.j (iUdKA, ft&#. ftSEAXttffi«aiA^Artu i o© fox tc«i- 

20 rfltrnaEA'j ©flwutt, ©ft* ©settle t. *:©ft*©*tf)ie r#?s±j jiid r# 
se± j co 5 ^ -r 6 1* <o SrlEflE^- a. 

21 ft[^PJAUJ:5i: SllftSAOEPIlTSif* L, (fiftSE Al- J: h K^t # (± rifift?iAj <r> 

m & tstti a i z. (i s ii u i -> . 

o,o3.78j ) . <i!i(Dt£7c;xii«ffrffl^5«£Kfi, ffifffCTcatr ^ w y -Bf -t s e 



tiE3tSt2 3 (S3 6 2&M) 



dies a 
ft* 



i^ll r^K*ljjE« 1 SsJTS2rR<OiH^UJ:Sit)l'frU2£<i<t(IiiE) J H. &27&C03 

JR1 m»3KffiUJ: yHJiEfr-f Sir^fi f^«£1rfiiEa (US 2 7 &«0 3 ST 1 m<omm\z J: SMiiE) 

ffSl moJ«ll£lci:4<3i^U3£^<*tijE) j H. 5 0 3 3 ««JS^i: J: ♦? 7 VT" 
yw-y^ «rffiffl-*"4 t 0&er>3JK3fKro&£lcXfc:7U*->7'/i'fV ^^<o& 

UJittj a. 2R5 0*©3SS5mc9fliiElcJ:<&<S)^UK^#7u*V7'/uf ^^^tS«i-6 
ttli, rjf? 5 0^f0 3SI5iRtO«lSUJ:i<5i'ffU3£^< y ^At's?*?* ^^otSttlSj t 

0ifcO3jlS8rnt0a3lUJ:4<$l^'U2l^*tllljEfr^5i:$ ti. r^KWjjE3J (5!50*O3SJ 

3 r«jiE©««!j co«(cii, fW^roil. HJeQArofiWj 5lCttljESr-*-'Ji&W4ii:tifijE«:-t- 
oSfiff irEtS-^i. 

4 rtdjjEortSj wwuia. rgiittotJsoj tseffir o 4: i tl-^liE^^fr^ffiL. tiljEtO 
««J^IC^v^T. *©WJlEU«6Vi!I**. -WOta0rOM(*JtliffittfeBTliaL<l*jfiJn-Cfc 



W S?ifc(ClJ7*«0 8EEfi€rieJ l Jtl^'5 i *oiefini-ftM#«>(BIBIC1iIlEftl«>8B*w»««a 
t fO (HUM!) J <nt 5lC«e*!£-r5. 
6 515 0 3 #5 3 J; •? 7 t\>¥ 4*9 fr^UJi" 5 i * * 5 0^<0 3m 

1 ft 

2 MiCiS 

3 7 u + ^^/u^^ ©E»JK5^^0^««rE«ELA:ejiiS J aifi 
*maJ8SA - ftSIA (HI) 

ft* (*«■•) j , rftaAft* j . raaiwtiufloft^j . f«9)<o4ift:j . r«jg 

7 ef*MEFfflO@«j OflMUlfc CD J: 5lcE«L, T5 tt£«» $ J Rtf r 6 WJjEOrtSj 
8 mmii, 0*X3SBlftAJfiJ4* («52 1 ca. 2 9. 7cw) «7C§ $ i U. "PTffittWfci , * 

10 jfedli, t tfflSltOjtiffi, ^iia&t5T«HC*J<Oio(02coiffiU:(l£«ltC 2. ScnfriS 

t«t L, mmt LT-?:COit|gfit)'fc6SICOl^-Ctt^OAi<04r.«afeU!|C-5-O^Ja»aT*SlCo 

tf-^ ?D7^ /i^aic J: oTtt«lcttftotteotBKfe + * - t**T# 5 J: * littles. 

6, i 9 (CJa^To-^^^fflV^i *l± 1 . 53t^««I«r t S. 
u E«E?IJR(±. 4 *e^607c& SOX? 6. 1 9 l;«^tD (Ili^i&tt, 

* 9 \z *> k» s# & i» re -r © r Ett-r * . 

^fljS^t fpCT/J P/OO/OOOOOj (OJ: ilwEttL. EESmBSS-Q-OMSBJ^Slt 
5(Klco»«-(w|i, -tcomRtoBitDilittiB&B^^JlfH- rOO. OO. OOt&aiolBEEffiHij 
(«PKioi%TriSafl25EOT2*) il:l£ttt5t t ti:, (H»KCttenT 
v^»dliK«. ) £ £^1*: TE 

16 rft* J tt, eSSAIifco-Clitt&t/ifefr^,. *<0»B3tcEttL, 47t» teAlcfco 
t 

17 ffo-Cifcj ti. ^0*®, ftA, fv». «tt. ^c?^. ^ffilfi, ©J:5tw»L 
+ S. 

19 rs«[J (i. ffiSAX(i^»«-* ! -tOERT*>o®orjl*«rE«!£i-6. 

20 rfi£@ij li, m«fiA^li«S«-3i ! ^<OJStt*-C*>5®©B4i«rE«ilE-4-5. 

21 ®4&&Efl£-t-5«^U*S^-Cli. ftn^fte^ttS-r^BnAKCrBstEnautXIB^J: 9»£ 

22 rftMAj ©«l=l*. *Oft41©C*IC-ftto*T. -t©ft*©B!rii T?FSS±J , '#«±J 

23 ft«At J:6t ft 14*AoR)(±TKt L. ttSAlc J: <b S ti rnSEAj ©««r»riS 

24 ^fflmicisi^TIi, 0HiJt LTttifi. BT1E, fflfat&t &tr^nU#A«rfi -jt lifc <ci\ 

25 *fi2«iECr©/fl«ftli. SBC^RIL. Xf* t Cfi-f r t i*T# « J: 5 * y^**: 

26 Tfc-Cifcj ttttiCEA. ftH*. KUEAXIitflftaAftArt 1 o©*?T* ©^ ^Ettl-i 
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SEQUENCE LISTING 

< 1 1 0> Takeda Chemical Industries. Lid. 
<120> Use of Peptide 
<130> 2584W00P 
<150> JP 10-369585 
<151> 1998-12-25 
<160> 45" 
<210> 1 
<2U> 98 
<212> PRT 
<213> Bovine 
<400> 1 

Met Lys Ala Val Gly Ala Trp Leu Leu Cys Leu Leu Leu Leu Gly Leu 

15 10 15 

Ala Leu Gin Gly Ala Ala Ser Arg Ala His Gin His Ser Met Glu He 

20 25 30 

Arg Thr Pro Asp He Asn Pro Ala Trp Tyr Ala Gly Arg Gly He Arg 

35 40 45 

Pro Val Gly Arg Phe Gly Arg Arg Arg Ala Ala Pro Gly Asp Gly Pro 

50 55 60 

Arg Pro Gly Pro Arg Arg Val Pro Ala Cys Phe Arg Leu Glu Gly Gly 
65 70 75 80 

Ala Glu Pro Ser Arg Ala Leu Pro Gly Arg Leu Thr Ala Gin Leu Val 
85 90 95 
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Gin GIu 
<210> 2 
<211> 294 
<212> DNA 
<213> Bovine 
<400> 2 

ATGAAGGCGG TGGGGGGCTG GCTCCTCTGC CTGCTGCTGC TGGGCCTGGC CCTGCAGGGG 60 
GCTGCCAGCA GAGCCCACCA GCACTCCATG GAGATCCGCA CCCCCGACAT CAACCCTGCC 120 
TGGTACGCRG GCCGTGGGAT CCGGCCCGTG GGCCGCTTCG GCCGGCGAAG AGCTGCCCYG 180 
GGGGACGGAC CCAGGCCTGG CCCCCGGCGT GTGCCGGCCT GCTTCCGCCT GGAAGGCGGY 240 
GCTGAGCCCT CCCGAGCCCT CCCGGGGCGG CTGACGGCCC AGCTGGTCCA GGAA 294 
<210> 3 
<211> 31 
<212> PRT 
<213> Bovine 
<400> 3 

Ser Arg Ala His Gin His Ser Met Glu He Arg Thr Pro Asp He Asn 

1 5 10 15 

Pro Ala Trp Tyr Ala Gly Arg Gly lie Arg Pro Val Gly Arg Phe 
20 25 30 

<210> 4 
<211> 32 
<212> PRT 
<213> Bovine 
<400> 4 
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Ser Arg Ala His Gin His Ser Met Glu lie Arg Thr Pro Asp He Asn 

1 5 10 15 

Pro Ala Trp Tyr Ala Gly Arg Gly He Arg Pro Val Gly Arg Phe Gly 
20 25 30 

<210> 5 
<211> 33 
<212> PRT 
<213> Bovine 
<400> 5 

Ser Arg Ala His Gin His Ser Met Glu lie Arg Thr Pro Asp He Asn 

15 10 15 

Pro Ala Trp Tyr Ala Gly Arg Gly lie Arg Pro Val Gly Arg Phe Gly 
20 25 30 

Arg 
33 

<210> 6 
<211> 20 
<212> PRT 
<213> Bovine 
<400> 6 

Thr Pro Asp lie Asn Pro Ala Trp Tyr Ala Gly Arg Gly He Arg Pro 

15 10 15 

Val Gly Arg Phe 
20 

<210> 7 
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<211> 21 
<212> PRT 
<213> Bovine 
<400> 7 

Thr Pro Asp lie Asn Pro Ala Trp Tyr Ala Gly Arg Gly He Arg Pro 

15 10 15 

Val Gly Arg Phe Gly 
20 

<210> 8 
<211> 22 
<212> PRT 
<213> Bovine 
<400> 8 

Thr Pro Asp lie Asn Pro Ala Trp Tyr Ala Gly Arg Gly He Arg Pro 

15 10 15 

Val Gly Arg Phe Gly Arg 
20 

<210> 9 
<211> 93 
<212> DNA 
<213> Bovine 
<400> 9 

AGCAGAGCCC ACCAGCACTC CATGGAGATC CGCACCCCCG ACATCAACCC TGCCTGGTAC 60 
GCRGGCCGTG GGATCCGGCC CGTGGGCCGC TTC 93 
<210> 10 
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<211> 96 
<212> DNA 
<213> Bovine 
<400> 10 

AGCAGAGCCC ACCAGCACTC CATGGAGATC CGCACCCCCG ACATCAACCC TGCCTGGTAC 60 

GCRGGCCGTG GGATCCGGCC CGTGGGCCGC TTCGGC 96 

<210> 11 

<211> 99 

<212> DNA 

<213> Bovine 

<400> 11 

AGCAGAGCCC ACCAGCACTC CATGGAGATC CGCACCCCCG ACATCAACCC TGCCTGGTAC 60 

GCRGGCCGTG GGATCCGGCC CGTGGGCCGC TTCGGCCGG 99 

<210> 12 

<211> 60 

<212> DNA 

<213> Bovine 

<400> 12 

ACCCCCGACA TCAACCCTGC CTGGTACGCR GGCCGTGGGA TCCGGCCCGT GGGCCGCTTC 60 

<210> 13 

<211> 63 

<212> DNA 

<213> Bovine 

<400> 13 

ACCCCCGACA TCAACCCTGC CTGGTACGCR GGCCGTGGGA TCCGGCCCGT GGGCCGCTTC 60 



PCT/JP99/07199 

WO 00/38704 
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GGC 63 

<210> 14 

<211> 66 

<212> DNA 

<213> Bflvine 

<400> 14 

ACCCCCGACA TCAACCCTGC CTGGTACGCR GGCCGTGGGA TCCGGCCCGT GGGCCGCTTC 60 

GGCCGG 66 

<210> 15 

<211> 98 

<212> PRT 

<213> Bovine 

<400> 15 

Met Lys Ala Val Gly Ala Trp Leu Leu Cys Leu Leu Leu Leu Gly Leu 

1 5 10 15 

Ala Leu Gin Gly Ala Ala Ser Arg Ala His Gin His Ser Met Glu He 

20 25 30 

Arg Thr Pro Asp lie Asn Pro Ala Trp Tyr Ala Gly Arg Gly He Arg 

35 40 45 

Pro Val Gly Arg Phe Gly Arg Arg Arg Ala Ala Leu Gly Asp Gly Pro 

50 55 60 

Arg Pro Gly Pro Arg Arg Val Pro Ala Cys Phe Arg Leu Glu Gly Gly 
65 70 75 80 

Ala Glu Pro Ser Arg Ala Leu Pro Gly Arg Leu Thr Ala Gin Leu Val 
85 90 95 
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Gin Glu 
<210> 16 
<211> 83 
<212> PRT 
<213> Rat 
<400> 16 

Met Ala Leu Lys Thr Trp Leu Leu Cys Leu Leu Leu Leu Ser Leu Val 
15 10 15 

Leu Pro Gly Ala Ser Ser Arg Ala His Gin His Ser Met Glu Thr Arg 
20 25 30 

Thr Pro Asp He Asn Pro Ala Trp Tyr Thr Gly Arg Gly He Arg Pro 
35 40 45 

Val Gly Arg Phe Gly Arg Arg Arg Ala Thr Pro Arg Asp Val Thr Gly 
50 55 60 

Leu Gly Gin Leu Ser Cys Leu Pro Leu Asp Gly Arg Thr Lys Phe Ser 
65 70 75 80 

Gin Arg Gly 

<210> 17 

<211> 249 

<212> DNA 

<213> Rat 

<400> 17 • 

ATGGCCCTGA AGACGTGGCT TCTGTGCTTG CTGCTGCTAA GCTTGGTCCT CCCAGGGGCT 60 
TCCAGCCGAG CCCACCAGCA CTCCATGGAG ACAAGAACCC CTGATATCAA TCCTGCCTGG 120 
TACACGGGCC GCGGGATCAG GCCTGTGGGC CGCTTCGGCA GGAGAAGGGC AACCCCGAGG 180 



WO 00/38704 PCT/JP99/07199 

8/17 

GATGTCACTG GACTTGGCCA ACTCAGCTGC CTCCCACTGG ATGGACGCAC CAAGTTCTCT 240 

CAGCGTGGA 249 

<210> 18 

<2 1 1 > 31 

<212> PRT 

<213> Rat 

<400> 18 

Ser Arg Ala His Gin His Ser .Met GIu Thr Arg Thr Pro Asp He Asn 

15 10 15 

Pro Ala Trp Tyr Thr Gly Arg Gly He Arg Pro Val Gly Arg Phe 
20 25 30 

<210> 19 
<211> 32 
<212> PRT 
<213> Rat 
<400> 19 

Ser Arg Ala His Gin His Ser Met Glu Thr Arg Thr Pro Asp He Asn 

15 10 15 

Pro Ala Trp Tyr Thr Gly Arg Gly He Arg Pro Val Gly Arg Phe Gly 
20 25 30 

<210> 20 
<211> 33 
<212> PRT 
<213> Rat 
<400> 20 
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Ser Arg Ala His Gin His Ser Met Glu Thr Arg Thr Pro Asp He Asn 



Pro Ala Trp Tyr Thr Gly Arg Gly He Arg Pro Val Gly Arg Phe Gly 



Arg 

<210> 21 
<211> 20 
<212> PRT 
<213> Rat 
<400> 21 

Thr Pro Asp He Asn Pro Ala Trp Tyr Thr Gly Arg Gly lie Arg Pro 

15 10 15 

Val Gly Arg Phe 
20 

<210> 22 
<211> 21 
<212> PRT 
<213> Rat 
<400> 22 

Thr Pro Asp He Asn Pro Ala Trp Tyr Thr Gly Arg Gly lie Arg Pro 

1 5 10 15 

Val Gly Arg Phe Gly 
20 



10 



15 



20 



25 



30 



<210> 23 



<211> 22 
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<212> PRT 
<213> Rat 
<400> 23 

Thr Pro Asp He Asn Pro Ala Trp Tyr Thr Gly Arg Gly He Arg Pro 



Val Gly Arg Phe Gly Arg 
20 

<210> 24 
<211> 93 
<212> DNA 
<213> Rat 
<400> 24 

AGCCGAGCCC ACCAGCACTC CATGGAGACA AGAACCCCTG ATATCAATCC TGCCTGGTAC 60 

ACGGGCCGCG GGATCAGGCC TGTGGGCCGC TTC 93 

<210> 25 

<211> 96 

<212> DNA 

<213> Rat 

<400> 25 

AGCCGAGCCC ACCAGCACTC CATGGAGACA AGAACCCCTG ATATCAATCC TGCCTGGTAC 60 
ACGGGCCGCG GGATCAGGCC TGTGGGCCGC TTCGGC 96 
<210> 26 
<211> 99 
<212> DNA 
<213> Rat 



10 



15 
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<400> 26 



AGCCGAGCCC ACCAGCACTC CATGGAGACA AGAACCCCTG ATATCAATCC TGCCTGGTAC 60 



<210> 27 
<211> 60 
<212> DNA 
<213> Rat 
<400> 27 

ACCCCTGATA TCAATCCTGC CTGGTACACG GGCCGCGGGA TCAGGCCTGT GGGCCGCTTC 60 

<210> 28 

<211> 63 

<212> DNA 

<213> Rat 

<400> 28 

ACCCCTGATA TCAATCCTGC CTGGTACACG GGCCGCGGGA TCAGGCCTGT GGGCCGCTTC 60 

GGC 63 

<210> 29 

<211> 66 

<212> DNA 

<213> Rat 

<400> 29 

ACCCCTGATA TCAATCCTGC CTGGTACACG GGCCGCGGGA TCAGGCCTGT GGGCCGCTTC 60 



ACGGGCCGCG GGATCAGGCC TGTGGGCCGC TTCGGCAGG 



99 



GGCAGG 



66 



<210> 30 



<211> 87 
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<212> PRT 
<213> Human 
<400> 30 

Met Lys Val Leu Arg Ala Trp Leu Leu Cys Leu Leu Met Leu Gly Leu 

1 5 10 15 

Ala Leu Arg Gly Ala Ala Ser Arg Thr His Arg His Ser Met Glu He 

20 25 30 

Arg Thr Pro Asp He Asn Pro Ala Trp Tyr Ala Ser Arg Gly He Arg 

35 40 45 

Pro Val Gly Arg Phe Gly Arg Arg Arg Ala Thr Leu Gly Asp Val Pro 

50 55 60 

Lys Pro Gly Leu Arg Pro Arg Leu Thr Cys Phe Pro Leu Glu Gly Gly 
65 70 75 80 

Ala Met Ser Ser Gin Asp Gly 
85 

<210> 31 
<211> 261 
<212> DNA 
<213> Human 
<400> 31 

ATGAAGGTGC TGAGGGCCTG GCTCCTGTGC CTGCTGATGC TGGGCCTGGC CCTGCGGGGA 60 
GCTGCAAGTC GTACCCATCG GCACTCCATG GAGATCCGCA CCCCTGACAT CAATCCTGCC 120 
TGGTACGCCA GTCGCGGGAT CAGGCCTGTG GGCCGCTTCG GTCGGAGGAG GGCAACCCTG 180 
GGGGACGTCC CCAAGCCTGG CCTGCGACCC CGGCTGACCT GCTTCCCCCT GGAAGGCGGT 240 
GCTATGTCGT CCCAGGATGG C 261 
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<210> 32 
<211> 31 
<212> PRT 
<213> Human 
<400> 32 

Ser Arg Thr His Arg His Ser Met Glu He Arg Thr Pro Asp He Asn 

1 5 10 15 

Pro Ala Trp Tyr Ala Ser Arg Gly He Arg Pro Val Gly Arg Phe 
20 25 30 

<210> 33 
<211> 32 
<212> PRT 
<213> Human 
<400> 33 

Ser Arg Thr His Arg His Ser Met Glu He Arg Thr Pro Asp He Asn 

1 5 10 15 

Pro Ala Trp Tyr Ala Ser Arg Gly He Arg Pro Val Gly Arg Phe Gly 
20 25 30 

<210> 34 
<211> 33 
<212> PRT 
<213> Human 
<400> 34 

Ser Arg Thr His Arg His Ser Met Glu lie Arg Thr Pro Asp He Asn 
15 10 15 
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Pro Ala Trp Tyr Ala Ser Arg Gly He Arg Pro Val Gly Arg Phe Gly 



Arg 

<210> 35 
<211> 20 
<212> PRT 
<213> Human 
<400> 35 

Thr Pro Asp He Asn Pro Ala Trp Tyr Ala Ser Arg Gly He Arg Pro 

15 10 15 

Val Gly Arg Phe 
20 

<210> 36 
<211> 21 
<212> PRT 
<213> Human 
<400> 36 

Thr Pro Asp He Asn Pro Ala Trp Tyr Ala Ser Arg Gly lie Arg Pro 

15 10 15 

Val Gly Arg Phe Gly 
20 

<210> 37 
<211> 22 
<212> PRT 
<213> Human 



20 



25 



30 
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<400> 37 

Thr Pro Asp He Asn Pro Ala Trp Tyr Ala Ser Arg Gly He Arg Pro 

1 5 10 15 

Val Gly Arg Phe Gly Arg 
20 

<210> 38 
<211> 93 
<212> DNA 
<213> Human 
<400> 38 

AGTCGTACCC ATCGGCACTC CATGGAGATC CGCACCCCTG ACATCAATCC TGCCTGGTAC 60 

GCCAGTCGCG GGATCAGGCC TGTGGGCCGC TTC 93 

<210> 39 

<211> 96 

<212> DNA 

<213> Human 

<400> 39 

AGTCGTACCC ATCGGCACTC CATGGAGATC CGCACCCCTG ACATCAATCC TGCCTGGTAC 60 

GCCAGTCGCG GGATCAGGCC TGTGGGCCGC TTCGGT 96 

<210> 40 

<211> 99 

<212> DNA 

<213> Human 

<400> 40 

AGTCGTACCC ATCGGCACTC CATGGAGATC CGCACCCCTG ACATCAATCC TGCCTGGTAC 60 
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GCCAGTCGCG GGATCAGGCC TGTGGGCCGC TTCGGTCGG 



99 



<210> 41 
<211> 60 
<212> DNA 
<213> Human 
<400> 41 

ACCCCTGACA TCAATCCTGC CTGGTACGCC AGTCGCGGGA TCAGGCCTGT GGGCCGCTTC 60 

<210> 42 

<211> 63 

<212> DNA 

<213> Human 

<400> 42 

ACCCCTGACA TCAATCCTGC CTGGTACGCC AGTCGCGGGA TCAGGCCTGT GGGCCGCTTC 60 

GGT 63 

<210> 43 

<211> 66 

<212> DNA 

<213> Human 

<400> 43 

ACCCCTGACA TCAATCCTGC CTGGTACGCC AGTCGCGGGA TCAGGCCTGT GGGCCGCTTC 60 
GGTCGG 66 
<210> 44 
<211> 31 
<212> PRT 
<213> Unknown 
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<220> 
<221> 

<223> Xaa on the 3rd posi Hon means Thr or Ala, Xaa on the 5th position means 
Arg or Gin, Xaa on the 10th posi t ion means I le or Thr, Xaa on the 21st posi t ion 
means Thr or Ala, Xaa on the 22nd position means Gly or Ser. 
<400> 44 

Ser Arg Xaa His Xaa His Ser Met GIu Xaa Arg Thr Pro Asp He Asn 
1 5 10 15 

Pro Ala Trp Tyr Xaa Xaa Arg Gly He Arg Pro Val Gly Arg Phe 



<210> 45 
<211> 20 
<212> PRT 
<213> Unknown 
<220> 
<221> 

<223> Xaa on the 10th position means Thr or Ala, Xaa on the 11th position 
means Gly or Ser. 
<400> 45 

Thr Pro Asp He Asn Pro Ala Trp Tyr Xaa Xaa Arg Gly He Arg Pro 

15 10 15 

Val Gly Arg Phe 
20 
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Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of _ 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 
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Certain defects in the international application 

Certain observations on the international application 
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Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



International application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT I PCT/JP99/07 1 99 



I. Basts of the report 



\. With regard to the elements of the international application:* 
^| the international application as originally filed 

| [ the description: 

pages 

pages 

pages 



, as originally filed 
filed with the demand 



, filed with the letter of 



□ 



the claims: 



pages 



, as originally filed 



p a g es , as amended (together with any statement under Article 19 

, filed with the demand 



pages 



, as originally filed 
, filed with the demand 



pages , filed with the letter of 

| | the drawings: 

pages 

pages 

pages , filed with the letter of . 

[ | the sequence listing part of the description: 

pages _ , as originally filed 

pages m , filed with the demand 

pages , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language _ which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

|~1 the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

| | contained in the international application in written form. 

| | filed together with the international application in computer readable form. 

I | furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

[ | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
| | The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

1 1 The amendments have resulted in the cancellation of: 

I I the description, pages 

1 I the claims, Nos. 



I 1 the drawings, sheets/fig 

□ This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)),** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 1 4 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70. J 6 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be noveL to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

1 1 the entire international application. 

claims Nos. 1.8,10 



because: 



the said international application, or the said claims Nos. . 8.10 



relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matters of claims 8 and 10 relate to a method of treating the human body by therapy, 
which does not require an international preliminary examination by the International Preliminary 
Examining Authority in accordance with PCT Article 34(4)(a)(i) and Rule 67.1(iv). 



the description, claims or drawings (indicate particular elements below) or said claims Nos. , 
are so unclear that no meaningful opinion could be formed (specify): 



No opinion can be given with respect to "a ligand peptide for a G protein-coupled receptor protein", 
since the specific identity of the peptide is not clear to a person skilled in the art. 



I — | the claims, or said claims Nos. . are so inadequately supported 

| I by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 1.8.10 • 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

| | the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 



Novelty (N) Claims 2-7,9 YES 

Claims NO 



Inventive step (IS) 



Claims 2-7,9 YES 

Claims __ NO 

Industrial applicability (IA) Claims 1-7,9 YES 

Claims NO 



2. Citations and explanations 

Document 1: Hinuma et al., "A prolactin-releasing peptide in the brain", Nature, 21 May, 1998, Vol. 
393, pages 272-276, full text 

Document 2: Boersma et al., "Immunocytochemical localization of neuropeptide FF (FMRF amide-like 
peptide) in the hypothalamo-neurohypophyseal system of Wistar and Brattleboro rats by light and 
electron microscopy", Journal of Comparative Neurology, 1993, Vol. 336, pages 555-570, full text 



Explanation 
Claims 2-7 and 9 

Document 1 states that PrRP is localized in the hypothalamus and promotes the secretion of prolactin, 
but it does not describe the secretory control of oxytocin. Furthermore, the relation between the 
secretory promotion of prolactin and the secretory control of oxytocin is neither described in any of the 
documents cited in the ISR nor obvious to a person skilled in the art. 

Document 2 states that neuropeptide FF, an FMRF amide-like peptide such as PrRP, is localized in 
the nerve lobe of the hypothalamus and may participate in the secretion of oxytocin and vasopressin, but 
does not state that PrRP controls the secretion of oxytocin. Furthermore, it is neither described in any of 
the documents cited in the ISR nor obvious to a person skilled in the art that all FMRF amide-like 
peptides participate in the secretory control of oxytocin. 
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Date of written disclosure 

Kind of non-written disclosure Date of non-written disclosure referring to non-written disclosure 

(day/month/year) (day/month/year) 



Form PCT/IPEA/409 (Box VI) (July 1998) 



G • M 



TENT C0JQPERAT1I0N 



)jQPIEf 



VVU UU/3B/U4 

PCT/JP99/07199 



From the INTERNATIONAL BUREAU 



PCT 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 
06 July 2000 (06.07.00) 



To: 




TAKAHASHI, Shuichi 




Osaka Plant of Takeda Chemical 


Industries, Ltd. 




17-85, Jusohonmachi 2-chome^ ^ 


Yodogawa-ku 
Osaka-shi 




Osaka 532-0024 
JAPON 


MOO. 7. 1 8J 



Applicant's or agent's file reference 
2584WO0P 


IMPORTANT NOTICE 


International application No. 
PCT/JP99/07199 


International filing date {day/month/year) 
22 December 1999 (22.12.99) 
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Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



1 Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,CN,KR,US 

In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE^AM^A^BA^B^CBR^BY^CR^U^DM^EA^E^P^aGE^R^UJDJLJNJS^G, 
KZ^C^K,LR^T^V,MA,MD,MG,MK,MN,MX,NO,NZ,0^^ 

The^rri^'n^ca^ made to those Offices only upon their request. Furthermore, those Offices do not require the 

applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
06 July 2000 (06.07.00) under No. WO 00/38704 

REMINDER REGARDING CHAPTER II (Article 31{2)(a) and Rule 54.2) : 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Off ices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 1 9-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/1B/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant s Guide. 
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From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 

TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries, Ltd. 

17-85, Jusohonmachi 2-chome 

Yodogawa-ku 

Osaka-shi 

Osaka 532-0024 

JAPON 



Date of mailing (day/month/year) 

25 January 2000 (25.01.00) 


IMPORTANT NOTIFICATION 


Applicant's or agent's file reference 
2584WO0P 


International application No. 
PCT/JP99/07199 



detailed below" mwrn.nonai Bureau has rece.ved the record copy of the intern 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

TAKEDA CHEMICAL INDUSTRIES, LTD. (for all designated States except US) 
MATSUMOTO, Hirokazu et al (for US) ' P ' 

International filing date 

Priority date(s) claimed : 

Date of receipt of the record copy 
by the International Bureau : 

List of designated Offices : 



22 December 1999 (22.12.99) 
25 December 1998 (25.12.98) 

14 January 2000 (14.01.00) 



AP :GH,GM,KE,LS,MW,SD,SL,SZ,TZ,UG,ZW 
EA :AM,AZ / BY,KG,KZ,MD,RU,TJ,TM 

EP ■ , AT,BE,CH,CY,DE,DK,ES,FI,FR,GB,GR / IE,IT,LU,MC,NL PT SE 
OA :BF,BJ^F,CG^IXM,GA,GN,GW,ML,MR,NE,SN,TDTG ' 

National •AE,AL / AM,AU,AZ ( BA,BB,BG / BR,BY,CA < CN < CR,CU,CZ,DM EE GD GE HR HU ID II IN 
TT^U^ 



ATTENTION 

The applicant should carefully check the data appearing in this Notification In MC o *™ a- 
and the indications in the internationa, app.icaZ, th/app.t^ 

In addition, the applicant's attention is drawn to the information contained in the Annex, relating to: 



X 



time limits for entry into the national phase 
confirmation of precautionary designations 
requirements regarding priority documents 



A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740 . 1 4.35 

Form PCT/IB/301 (July 1998) 



Authorized officer: 

t Susumu Kuho^/' / 

u 7 

Telephone No. (41-22)338.83.38 / 



003068828 




International application No. 

PCT/JP99/07199 



INFORMATION ON TIME LIMITS FOR ENTERING THE NATIONAL PHASE 

GR and ES became bound bv PPT rh^* n , t, „ I 
CONFIRMATION OF PRECAUTIONARY DESIGNATIONS 

REQUIREMENTS REGARDING PRIORITY DOCUMENTS 
11"° " — 



Form PCT/IB/301 (Annex) (July 1998) 



003068828 




PCT 



NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 



Date of mailing (day/month/year) 
24 February 2000 (24.02.00) 



From the INTERNATIONAL BUREAUV 



Pi jyjp^ /u/ iy: 

'oo. r ■ 



To: 






TAKAHA^HI 9huirhi 




Osaka Plant of Takeda Chemical 




Industries, Ltd. 




17-85, Jusohonmachi 2-chome 




Yodogawa-ku 




Osaka-shi 




Osaka 532-0024 




JAPON 





Applicant's or agent's file reference 
2584WO0P 



IMPORTANT NOTIFICATION 



International application No. 
PCT/JP99/07199 



International publication date (day/month/year) 

Not yet published 



International filing date (day/month/year) 

22 December 1999 (22.12.99) 



Priority date (day/month/year) 

25 December 1998 (25.12.98) 



Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. et al 



The applicant is hereby notified of the date of receipt (except where the letter* "MR%nn flar i .u u.^ ^ . 

document concerned was submitted or transmitted to th^m^S^™ -Z^^'to^M^ 
This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

as provided by Rule 17 1 (a) or (b) eleS such a ^ pre ,? are ™? tra "smrt to the International Bureau, 
provides that no designa ed O Se may ^ 



Priority date Priority application Nn. 

25 Dece 1998 (25.12.98) 10/369585 



Country or regional Offing 
or PCT receiving Office 

JP 



Date of receipt 
of priority do^nmpnt ^ 

18 Febr 2000 (18:02.00) 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 

Facsimile No. (41-22) 740.14.35 


Authorized officer 

Tessadel PAMPLIEGA 

Telephone No. (41-22) 338.83.38 




i-orm PCT/IB/304 (July 1998) ~ — ■ 1 



003130455 



ATENT COOPERATION TR^Y 



PCT/JP99/07199 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 

(PCT Rule 61.3) 



Date of mailing (day/month/year) 
06 July 2000 (06.07.00) 



From the INTERNATIONAL BUREAU 



To: 



TAKAHASHI, Shuichi 

Osaka Plant of Takeda Chemical 

Industries, Ltd. 

17-85, Jusohonmachi 2-chome 

Yodogawa-ku 

Osaka-shi 

Osaka 532-0024 

JAPON 



Applicant's or agent's file reference 
2584WO0P 



International application No. 
PCT/JP99/07199 

Applicant 



IMPORTANT INFORMATION 



International filing date (day/month/year) 
22 December 1999 (22.12.99) 



TAKEDA CHEMICAL INDUSTRIES, LTD. etal 



Priority date (day/month/year) 

25 December 1998 (25.12.98) 



ote P SV, S aX r ^ y ,nf ° rmed th8tthe ,nte ™ ti °-' B —u ha, according to Artic.e 31(7,, notified each of the fo„owin g 
AP:GH,GM,KE,LS,MW,SD,SL ( SZ,TZ,UG,ZW 

Nat.onal :AU,BG,BR < CA,CN,CZ # IL,KR,MN,NaNZ,PL,RO,RU,SK:uS 

| ^ Cth^^^tSiu^ -tification of their e.ection; the notification wi.. be senttothem 

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TI\/I 

OA :BF,BJ,CF,CG,CI,CM,GA # GN # GW,ML,MR,NE.SN TD TG 

annexes of the internationa. preliminary exSi^ 'wishing a transition of any 

of the PCT Applicant's Guide. M V t0 the natl onal phase before a particular Office, see Volume II 

toZZ!£$£^:S^ n t i&£ P ° StP0ned * -nths from t b e priority date for a.. States designated for 



The International Bureau of WIPO 
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1211 Geneva 20, Switzerland 
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Telephone No. (41-22) 338.83.38 
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^ PATENT COOPERATION TI^TY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
2584WO0P 


FOR FURTHER ACTION See N ot ifi cal »onofTransmittaloflntemational Preliminary 

Examination Report (Form PCT/IPEA/4 1 6) 


International application No. 

PCT/JP99/07199 


International filing date (day/montWyear) Priority date (day/month/year) 

22 December 1 999 (22. 1 2.99) 25 December 1 998 (25. 1 2.98) 


International Patent Classification (IPC) or national classification and IPC 
A61K 38/17 


Applicant 

TAKEDA CHEMICAL INDUSTRIES, LTD. 



This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



. sheets, including this cover sheet. 



j— ] This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended ^and are the : basis for this report and/or sheets containing rectifications made before this Authority (see 
Kuie /a 1 6 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



. sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Hf^nnc d Q n!f lem f nl " nder 35(2) with regard to novelty, inventive step or industrial applicability 

citations and explanations supporting such statement appm-dDmiy, 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 
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Date of submission of the demand 

31 January 2000 (31.01.00) 


Date of completion of this report 

12 September 2000 (12.09.2000) 


Name and mailing address of the IPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (July 1998) 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



1 



International application No. 

PCT/JP99/07199 



I. Basis of the report 



1. With regard to the elements of the international application:* 
|^| the international application as originally filed 
I I the description: 

pages 

pages 

pages 

I | the claims: 
pages 
pages 

pages ^ 

pages 



, as originally filed 

, filed with the demand 



, filed with the letter of 



. as originally filed 

f as amended (together with any statement under Article 19 
, filed with the demand 



□ 



filed with the letter of 



the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



the sequence listing part of the description: 

pages 

pages 
pages 



_ , filed with the letter of 



, as originally filed 

filed with the demand 



_ ? filed with the letter of 



2 * XiSn^?* ,S ! ng " age ' 3,1 Jfj" 1 ™*** marked above were available or furnished to this Authority in the language in which 
I the international application was filed, unless otherwise indicated under this item m wnicn 

These elements were available or furnished to this Authority in the following language ^ whicn js . 

LJ the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
I — the language of publication of the international application (under Rule 48.3(b)). 

Ts™)™^ ^ tranSlati ° n fi,mishcd for the P ur P° ses of international preliminary examination (under Rule 55.2 and/ 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application the international 
I Preliminary examination was carried out on the basis of the sequence listing- application, me international 

□ contained in the international application in written form 

□ filed together with the international application in computer readable form. 
I — ) furnished subsequently to this Authority in written form 

□ furnished subsequently to this Authority in computer readable form. 

LJ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

b^eVftmished th3t inf0rma,i ° n re ° 0rded com P uler readable form is identical to the written sequence listing has 

The amendments have resulted in the cancellation of 
□ the description, pages 

□ 

the claims, Nos. 

the drawings, sheets/fig 

I 5. □ ™ S I 7r^ M , bCen esta ^ ished as if < some of ) the amendments had not been made, since they have been considered to go 
| beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

+ H T™ kiCh h ™ftBnJurnish*d to the receiving Office in response to an invitation under Article 14 are referred to 

and70J7J ongmally filed > and are not annexed to this report since they do not contain amendments (Rule 70.16 

\**Any replacement sheet containing such amendments must be referred to under item J and annexed to this report. 
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